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i N O R OR ATED Maurice Avenye qt 58% Stroet

Maspeth, MNew York 11378

Taephone: TWining 40800

FINAL . Cable: Foodiabs, New York
REPORT

Submitted to: DHEW/Public Health Service Date July 2, 1973

Food and Drug Administration CA-272 '

5600 Fishars Lane-Room 5C-=13

Rockville, Maryland 20852 Laboratory No, (8% g
Contract No, FOA 71-26&0

..

Sample: Fine tan powdered material

HMarking: FDA 71-17 (Sterculia (Karaya) Gum))

Examination Requested: Teratologic evaluaticn of FIA 71-17 in rabbhits

Procedure: {See Appendix I)
P -
sults: See Tablea 1 through 4 and Appendix JI
Conclusion: On the basis of the data presented hsfein. the following

conclusion appears warranted:

"The adminiatraticn of up to £35 my/kg {(body weight) of the test
material as a suspension in anhydrous corn oil to pragnant rabbits for 12
consecutive days had no obvicus effect on nidaticn or on fetal survival of
implanted embryos. The number and type of abnormalities geen in either scoft
or skeletal tissues of pups at term from treated dams did not differ
slgnificantly from those seen from sham~-treated dams.

"However, a2 has been reported previgusly in connection with similar
materials administered to this specles, a dose-related maternal toxicity
was evident {cf Table 1). The chserved mortality approached 50 per cent
(at €35 mg/kg) with the majority of deaths occourring late in the dosing
period or after dosing had been completed. Anorexia was a marked sign
during a pericd of from 48 to 72 hours prior to death. Most of the animals
found dead were not pregnant. Those which did survive appeared normal
throughout the cbhservation period and bore normal young.

_ It is concluded that the test material is not a teratogen for the
rabbit.
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FOOD AND . DRUG RESEAn...) LABORATORIES, INC.

Gyoupss: B & 82y B? throuwgh 90

Matarial : ¥DA 71-17

Fate Summary

Table 1

Date: May 31, 1973

Laboratory No, :

0896 g

{ Rabbits }
Group | Material toaeg** Tatal Surviving at Term
nyg/ky Mated Dledt Prug.nnnt Total Pregnant®
Bl Hham_ G.0 14 o 10 14 10
a2 G=AN* 2.5 12 G 11 12 11
ar FD& 71=17 5.0 19 1 14 18 12
a8 FDA 71-17 30.0 20 3 15 16 '-13_
a9 FDR T1-17 13?.9 20 6 15 14 14
a0 FDA 71-17 £35.0 2 12 13 12 . 11

* Positive Control :

** Administered as a corn oll solution (See Appendix I)
After Day 6 and before tarm

2

Includes all dams- axamined at term

2.5 mg/kg of E-amimnimtimida dosed on Day 9



FOOD AND DRUG RESEA. )LHBGRETURIES, IHC.

Group ; 8L & ﬂzl 87 through 90 Takble 2 Date: H‘! 31, 1973
Material : FDA 71-17 Reproducticn Data Laboratery No. : 0496 g

{ Rabkits )

Gruup: Bl a2 a7 a4 8BS a9
.ae {mg/kg): _ Sham B-ANE* 5.0 30.0 137.0Q 635.0

Pregnancies : .

Total Ho. : 10 11 14 15 15 13

NMed or Aborted (before Imy 29) L+ v} B 2 1 2

Toe term {on Day 29) 10 11 14 13 14 11
Corpora Lutaa '

Total NHo. 189 151 214 254 283 282

dverage/dam mated 14.5 12,6 11.9 12.7 14.9 12.3
Live Litters ' -

Total No.?* 10 8 11 10 14 11
Inplant Sites :

Total No. . 71 54 T 72 102 ad

Average/dam?* 7.10 4.91 5.50 5.54 . 7.29 T.27
Rasorptiuﬁs

Total Ho.* 11 16 29 14 9 ]

Dams with ) or more sites rescrbed 3 ? B g 5 6

Dams with all sites resorbed - ] 3. 3 - -

Fer cent partial resorptions 0.0 63.6 57.1 . 61,5 . 35,7 -7

Per cent complete resorptions - 18,2 21,4 23,1 weae —
Live Fetuses _ .

Total YNo. (] a7z 48 L1 T 92 T2 _

Average/dam* ) 5.90 3,36 : 3,43 . 4,21 6.57 b.55

Sex rat_io (M/F) 0.72 0.36 0,92 1.28 .85 1.12
Dead Fetuses : ) )

Tota) He.® 1 k' -— - 1 -
Dams with )} or mors dead . 1 i — _ — 1 —
Dams with all dead : —_— — -— - - -
Per cent partial daead 10,0 9,09 — -— 7.14 -
Per cent all daad ' - — _ _ —_ —_
Average Petus Weight, g i7.1 34.4 37.1 40.4 37.3 37.8

* Includes only those dams examined at term.
** positive Control: 6-aminonicotinamide dosed on Day 9 (2.5 mgﬂtg}



FOOD AND DR!IG RESEARCH -LABORATORIES, INC.

Groupa 81 & 82; 87 through 90 Labhoratory No, 089 g
Tahle 3 .
Matmrial poA 71-17 ' : Date May 31, 1973
Summary of Skeletal Findinge
{ Habb:its ]

Group Mo. : 8l 82 a7 88 89 90

Findi
Findings o se (mo/kg): Sham  6-RN** 6.0 30.0  137,0  635.0

Live Fetusas Examined 51/10 Bﬁﬂl 4?!1[)" . 5ER/10 92/14 72/11
[at tarm]_ :

Sternabrae
Incomplete ocss,
Scranbled
Bipartite
Fused
Extra
Missing
Other

373 171

1/1
2/2 5/4 1/1 3/3
1/1 . 1/2 2/1 1/1 9/6

Ribx
Incomplete 958,
Fyused/split 11/5
Wavy
Less thanp 12
More than 13
Other

Vartebrace
Incomplete oss.
Scrambled 7/4
Fused '
Extrs ctrs. oss. -
8colicsis ' 9/3 '
Tail defects 3347 : 11
other s

Skull
Inconplete closure
Misasing
Cranicstosis 1/1
Cther

Extremities
Incomplete oss.,
Misgsing
Extra

Miscellanecus

* Numarator=Humbher of fetusas affected; Denominator=zHumker of litters

** Positive control: 2.5 ng/kg o G-aminonicotinamide dosed %Efﬂfytﬁd'
% oOne'litter last in processing
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FOOD AND DRUG FESEARCH ﬂhBDRﬁTDRIES, INC.,

Groups 91 & 82; 87 through 90 . Date May 31, 1973
Matarial FDA 71-17 Table 3-a TLaboratory NHo. Q896 g
Summary of Soft Tissue Abnormallities
(Rabbits)
Group Material Dose Lavel - Dam Hunber of Daseription
mg/kg . Pups
- G-AN* 2.5 ' 2 6121 1 Anopia
Z 6122 4 Anopia; short tail
2 6123 4 ln&pin
Z 6125 7 Anopia; madial rotation
hind limbg; ahort tail
zZ 8127 R - Anopia
™ Z &128 1 | Club fcoot
<1 cleft palate

* Positive Contrcl: 6G-aminonilcotinamide dosed on Day 9
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FOOQD AND DRUG FRESEARCH LABORATORIES, INC,

Groups Bl & B2; 87 through S0 Date_May 31, 1973
_ Table 4 _
Specles Rablbits Laboratory No. 089 g
Average Body Weightar -
------------------------- Pay--=----—--r-re—resran~--
Group Material Dogse
Laval : 0 6 12 18 204k
wg/ky = mmmmemmmacaa.o. A —— - K- ——————
81 Sham 0.0 2. 41 2,51 2.53 2,60 2.67 (10}
82 E-AN#** 2.5 2,28 2.33 2,34 (11} ———— 2,45 (10)P
87 FDA 71-17 6.0 2,29 2.33 2,37 2.40 2.48 (14}
08 DA T1-17 30.0 2.41 2.45 2.53 2.53 2.65 (13)
89 FDA 71-17 137.0 2,41 2.51 2,51 2.53 2,64 {14)
90 FDA 71-17 535, 0 2.46  2.45 2.46 2.44 2.57 (11}

* 0Of pregaant dame
**  Number of surviving dams in parentheses (c.f. Table 1}
*** Pogitive control: é&-aminonicotinamide dosed on Day 9
2  Waights not recorded for bay 18
Average waight of 10D dams on bDay 29 (Final waight of one du not recordsd)



Appendix I _
Teratology Study inm Rabbits

virgin, adult, Dutch-belted female rabbits were individually
housad in mesh bottom cagesa in temperature and humjidity-controlled
quarters with free access to food and f;ash_tap water, On Day 0,
each doe was given an injection of 0.4 ml of human chorionic gonado-
tropin (400 IW) wvia the marginal ear.vain. Three hours later, each
doe was inseminated artificially with 0,3 ml of diluted semen from
a proven donor buck using approximately 20 x lﬂ6 motile sperm accord-
ing to the procedure described by Vogin et al {Pharmacologist 11,
282 {1969)). Beginning on Day & and continuing daily through.nay'ls
the females were dosed with the indicated dosages by oral intubation.
.Tha contrals werae sham treated with the vehicle at a level eguivalent
to the group receiving the highest test dose.© The test material
was ﬁrapared and doses calculated according to the following table:

Dosacge Dese Cohcentration

(mg/kqg) (ml/kg) (mg/mI}

= 250 1 £ 250
251 - 500 2 125 - 250
561 - 750 3 133 - 250
751 - 1000 4 187 - 250
1001 - 1250 5 200 - 250
1251 - 1500 6 208 - 250
6.4 235 - 250

1501 - 1600

Body weights wera recorded on Days 0, 6, 12, 18, and.Z? of
gestation, All animals were observed daily for appearance and he-
havior, with particular attention to food consumption and bedy weight
in order te rule out any abnormalitiEE'which'may have occurred as

a result of anorexic effects in the pregnant female animal,



On Day 29 allldneﬁ wara subjected to Caesarean section under
surgical anestﬁesii} ahﬂ'the numbers of corpora lutea, implantation
“sites, resorption sites and live and dead fetusa; ware recorded,
Body weights of the live pups were also recorded, 'The urogenital
tract of seach animal was examined in detail for nofmality. In
addition all fetuses underwant a detailed gross examination for
the presence of external congenital abnormalities. The live fetuses
of each litter were then placed in an incubator for 24 hours for
the evaluation of necnatal aurvival. Al surviving pups were
Bacrificed, and all pups examined fnr.visceral abnormalities (Dby
diisecti&n}. All fetuses were then ;1earad in potassium hydroxide
{KOH), stained with alizarin red $ dya and examined for skeletal

defects,
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FOOP AND DRUG RESEARCH LABO RTORIES, INC.
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Group _ . | Appendix IT | - Data__May a1, 1973
Material Sham Laboratory No. 08%6
Dose 0.0 mg/kg . Reproduction Data in  Rabbhita . {Individual} : -
Dam Ho. Fate* Corpora Implant Fetuses Sex .Resorption - Average Fetus FHemarks
' Tutaa Sites Alive Dead M P 3ites Weight lg) '

5 6121 3 14 .7 7 3 4 - : 3.8

8 6122 P 14 -8 B - 4 4 36.0D

8 6123 o ——th 7 7 3 4 40.6

5 6124 NP . 9 o -

5 6125 F 22 9 9 4 5 . 38.3

5 6126 NP 14 D - : ——

5 6127 P 11 7 2 1 o 2 4 : 36.3

5 6128 P 34 9 9 ' —-——hh A - 40.4

8 6123 o 20 9 3 1 2 6 37.8

5 613D NP 13 o -

8 €131 Np 8 0 ——

8 6132 P Il 4 4 2 2 Co 43.2 _

g 6133 . P . @ 7 & 2 4 X 19.8 One neonatal death
S €134 P 10 4 4 2 2 T 42.2 '

* P = Pragnant; NP = Not Pregnant
¥ ot Recorded .
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FOOD AND DRUG. RESEARCH LABOBATORIER, INC,

: 82 ' . L
Group Appendix 1I . | Date May 31.: 19?3
Material 6-AN - . ; Labhoratory Ho. DAOS
' Dose 2.5 mg/kg Reproduction Data in Rabbits- {Individual]
Dam No. Fate* Corpora Inplant Petusegs Sex Resorption Avarage Fetus TFemarks
Iutea Sites Alive Dead M F Sites _ Welght ({(g)
Z 6121 P 1l - 1 i 0 1 42.0
z 6122 P 13 7 4 1 3 3 34 .4 Four neonatal deaths
2 6123 P 10 6 4 2 2 2 39.1 . Four neonatal deaths
Z 6124 T 9 3 ' 3 — ' :
2 6125 L3 16 7 7. —trh oew 34.0 ~ Three neonatal deaths
2 6126, P 19 5 5 1 4 ' 31.8 Two necnatal deaths
Z 6127 P 19 11 B 2 6 3 3.5 Five neonatal deaths
Z 6128 -~ P 10 6 4 1 3 2 29.3 Three neonatal death:
% 6129 3 16 4 4 1 k) ' 3z Three neonatal deaths
Z 6130 P 16 2 2 -—
2 6131 NP 5 c ———
Z 6132 P 7 2 1 2l ——

* P = Preagnant; MNP = Hot Pregnant
"% Not Recorded ,
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FOOD AND DRUG RESEARCH LABOFBATORIES, INGC, _
Group a7 Date May 31, 1973

; Appendix II
Material FDA 71=-17

Laboratory No. 08% g
Dose 6.0 my/kq. Reproduction Data in Rabbitsa .  (Individual) . e
Dam Ho. Fate* Corpora Implant Fetusgs Sex _maprptiﬁn- Average Fetus Hemarks
' Lutea Site=s Alive Dead M F Sites Weight (g}
G 60Q0L P 12 . 5 5 3 2 41.1
G 6002 F 14 7 & 4 2 1 41.2
G 6002 P 10 4 4 b 2 31.5
G 6004 P 10 1 1 0 1 32.4
G 6005 P 16 5 5 ———rm
G 6006 212 13 D : ——— : : .
G 6007 HP o o —_— Dlied Day 25
G 6008 NP ——ne 0 -—— '
G 6009 ‘NP 17 ) e
G 6010 NF i D . : —
G 6011 P 11 9 B 3 5 1 34.8
G 6012 B 8 1 1 0 1 48.1
G 6013 P .16 | 8 5 3 32,7
G 6014 P 11 1o 1l 0 1l 9 3.1
G 6015 P 7 13 1 —_
G 6071 P 18 3 3 2 1 d6.6
G 6072 P 12 9 _ 9 meem
G 6073 P 23 7 5 S 2 3 2 36.3
G 6074 _ " Mot Assigned
G 8075 . P 8 7 6. _ 2 4 1 ’ '

249,13

* P = Pragnant; NP.- Hot Pregnant
*h Not Recorded .



Group

Material FDA 71-17
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FOQD AND DRUGIREEE#RCH LABQORATORIES, IRC.
Data May 31, 1973

Appendix 11 .
Laboratory No.08% g

Doge 30.0 mg/kg Reproduction Data in Rabblts - {Individual)
Dam Mo, Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Femarks
Iutaa ‘§ites Alive Dead M F &Sitas Waight (g}
5 &Cl6 F 14 1 ' _ .11 —— Hed Day 13
G 6017 F -15 9 9 ——E Lok 6.4
& 6018 P 27 1l 11 & 5 3.2 One neonatal death
G 6019° P 14 3 2 . LA 1 ' 4).6 One necnatal death .
G 6020 P 19 5 3 e 2 36.3 '
G 6021 N le 0 ——— Died Day 15
G 6022. NP 3 O . —_—— Dled Day 12
G 6023 P i3 - - -— - —— Aborted Day 25
G G024 HE 7 4] —_—
G 6025 15 & LH i e
G 6026 NP 2 0 ————
G 6027 P 10 3 3 - . | 47.3
G 6028 15 5 4 2 2 1 41.6
G 5029 P B 2 2 e
G 030 P 5 2 . -3 ' ———
G 6076 P 9 5 2 2 o -~ 47.3 _
G 6077 P 10 8 & 3 3 2 . 39,7 One necnatal death
G 6078 P 9 3 3 -——
G &079 P 11 1c 10 4 & 36.7
G 6080 P 15 6 5 4 1

.1 46.7

* P = Pregqnant;

** Mot Recorded

NP = NHot Pregnant
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FOOD AND DRUG RESEARCH LABO FATORIES, INC.

Grou B3 ]

p Appendix II Date May 31, 1973
Material ppa 71-17 Laboratory No. 0B% g
Dose 137.0 ma/kg ) Reproduction Tata in Rabbits (Individual}

Dam NOo. Fate™ Corpora Implant Fetnuses - Sex FRegorption Average Fetus FRemarks
lutsaa Sites Alive Dead 7] F Sitas Weight (g)

———

= FSSss == TETiim rrs—

1 1 I L 43,0

' G 6031 P 11 4 3
G 6032 P 25 7 7 2 5 34.2
G €033 P 11 5 5 - _ 37.4 ' A
G 6034 P 17 & 6 3 3 17.5 :
G 6035 P 19 10 10 ¥ L e 33,5 :
& 6036 NP 12 0 ' ——— Died Day 15
G 6037 NP 72 D _ ) _ ——— Disd Day 15
G 6038 P 8 5 - — - 2 e Died Day 15
G 6039 NP el 0 : ' — Died Day 11

G 6040 NE 20 ¢ _ — Died pay 15
G 6041 NP 16 ] ' : —— Died Day 20
G 6042 E 14 7 7 4 3 33,6 One neonata) death
G 6043 P 15 9 B 4 4 1 34.1
G 6044 B 11 7 7 3 4 : 38.6
G 6045 P 13 ri 7 3 & 42.8
G 6081 B 12 - 10 8 4 ] 2 4355
G GOB2 P 8 7 7 2 5 41.6
G 6083 P 17 g 5 2 1 3 36.6
& 6084 P 14 B 7 4 3 1 43,3
G BOBS5 P 18 7 5 3 2 2 30,9

* P w» Pragnant; NP = Not Preagnant
** Not Recorded



Group o0

Mataria)l FDA 71-17

FOOD AND DRUGIEESEEEEH LABORATORIES, INC.

Appendix II

Data May 31, 1573

Laboratory Ho.0896 q

Dosa 635.0 mg/kq feproduction Data in Rabbhits f{Individual)

Dam No., Fate* Corpora Implant Fotugas Sex Fesorption Avarage Fetus PRemarks
Lutea ‘Bites Aliva Dead M F Sites weight (g}

G 6046 P 11 4 4 _— Diad Day 17

G 6047 HP 11 0 - Died Day 17

G 6048 WP .10 0 —_— Died Day 17

G 6049 NP 3 0 — . '

G 6050, p 16 13 ~— -— - - Died Day 12

G 6051 NP — 0 —— Died Day 25

G 6052 NP 8 0 ——— Died Day 26

G 6053 NE 10 O —_—— Disd Day 25

G 6054 HE 7 O ——— Died Day 27

G 6055 NE 10 L+ —— Died Day 2%

G 6056 NP 10 o —_— Died Day 25

G 6057 HP 9 D -— Diesd Day 12

G BO5E P 12 7 7 -4 3 26.2

G 6055 : Hot Assigned

‘G 6060 r ) a a 5 3 36,4

G 6061 F 20 a 8 4 4 40.8

G 6D&2 P 1 9 a 3 5 1 41.0 .

G 5D63 ¥ 13 12 9 q ‘B 3 11.4

G 6064 Not Assigned

G 6065 F 9 5 4 2 2 1 4D.4 '

G 6066 NP J15 ] —_—— Digd Day 21

G 6067 © Not Assigned

G 6068 P i) a B 4 4 39.4

G LGe9 F 22 2 1 1l ] 1 47.3

& 6070 P 19 15 9 4 5 1 34.6

G 6071 P 7 3 3 .2 1 42.2

G 6072 P 7 5 2 1 3l.9

25

* P = Pragnan;
** Not Recorded

NF = Not PFregnant



